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INCIDENCE OF LESIONS CONSIDERED TO BE TREATMENT RELATED

L06121 SN6
SIX MONTH INTERIM o
> > > > o
a m o} © o
MALE F344 RATS 2 2 2 2 &
o o (=] (=] "
¥4 byt s byt w X byt o @ o . bt
. g B S & o £ 2 5 5 4 o £ s 2 =
ADDENDUM REPORT: table includes = g€ = s B = W E T = 3 © 5 =
prcviously reported data S o ¥ 5 e 2 S w ¢ g o S S 2
= ° g = o g ST 4 = o 55,
ORGAN 2 x5 3 2 5 & =5 3 25 3 25 3
Lesion o o o o o
ROSTATE /COAGULATING GLAND (10) - (10) - (10} - {10) - (10) (5)
Spermatic granuioma 0/10 - 2/10 - 2/10 - 110 - 6/10 2/%
!
1
fo
|
;o
i
|
i
l
|
e IS = interim sacrifice SDMS = spontaneous death/moribund sacrifice

- = not applicable { ) = number of animals Far which tissue was represented

o I i o m— L e - - L [



L06121 SN6 LESION INCIDENCE COMPARISON TABLE

SIX MONTH INTERIM -

> > > > o

[1s] i) o) 1] el

MALE F344 RATS © 3 3 3 2
o S o & - o,
8 5 ¢ g 3 ¢ SR w =2 8o 2
ADDENDUM REPORT: table includes 5 2 3 z g 3 z 2 3 S 2 3 g F 3
previously reported data g o & S = 2 o w2 S o S S ST
2s ., s, 2 -5 Ee o 28
ORGAN - 2= 0§ Zox 3 w =<  F L2 5
Lesion g v & & v - ° e -
URINARY BLADDER (10) - {10) - (10} - {(10) - (10} (5}
Muscularis, hemorrhage 0/10 - 0/10 - 0/10 - 0/10 - 0/10 1 1 1/5
Muscularis, inflammation, subacute 0/%0 - /10 - 0/10 - 0/10 - 0/10 1/5
PROSTATE/COAGULATING GLAND (10} - (10} - (10} - (10 - (10) (5)
Spermatic granuloma 0/10 - 2/10 - 2/10 - 1/10 - 6/10 2/5
Inflammation, interstitial, subacute 0/10 - 0/10 - 0/10 - 0/10 - 0/10 1/5
EPIDIDYMIS (10) - (10) - (10) - (10) -1 iao] | (s
Absence of sperm in ducts 0/10 0/10 - 0/10 - 0/10 - 1710 0/5

|

SEMINAL VESICLE - - (10) - (10) - (10) - - .

interim sacrifice

ode; IS

n

SOMS = spontaneous deathfmeribund sacrifice
not applicable { ) = number of animals for which tissue was represented




urel

.06121 SN6

SIX MONTH INTERIM
F344 Male Rats
RDX 0.3 mg/kg/day

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE

ADDENDUM REPORT: table includes - % 3

previously reported data S | 1 1 1 | lolwlalol g é

an |82l BBIS B BIRIN~ o 2

ORGAN SEISISIBIBITI|80I80 -
Lesion 212123383183 3}3
URINARY BLADDER Nif Ny N[ NP N{N[NENIN]IN
PROSTATE Nl N N NP NJNfNJNJN([N
EPIDIDYMIS NN [NN {NN [MN ) NNTNN NN NN NN INN
SEMINAL VESICLE N[ N|] NEN|{N{N[NJNINI|N

COAGULATING GLAND L
Spermatic granuloma{s), focal 1 2/2 -

3 = moderate P = present §

b = severe L

Code: I = minimal
2 = nild

% - interim sacrifice

- p— R, -

oo

within normal linmits
lesion present

M = tissue not present
I = tissue section inadequate
SOMS = spontaneous death/moribund sacrifice

* = gpantaneeus death

** - moribund sacrifice




LO6121 SH6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE
SI¥ MONTH INTERIM

F344 Male Rats

RDX 1.5 mg/kg/day

ADDENDUM REPORT: table includes _ i 3
previously reported data 2 lolale|e]la|ololo|w]w = S
vy Q@ Ol— | — M| st W]} ] e~ 7]
wo [Dlo|lw|lo|lw|o|o|jojo| o %) =
ORGAN I ik Dol B Bl Dol Bl Bl Bod Bl Bkt @
Lesion 2T IRI8|2(8|3|13|8|3|%|3
URINARY BLADDER N[N [N jJN N [N [N (N[N |N
PROSTATE MINFN [N [N N IM [N{N}IN
EPIDIDYMIS NN NN NN (NN (NN NN NN NN [NN | NN
SEMINAL VESICLE NOIN EN (N (N [N N |NJN N
COAGULATING GLAND L L
Spermatic granuloma(s), focal i 1 2/2
Code: 1 = minimal 3 = moderate P = present N = within normal linits M = tissue not present * = spontanecus death
2 = mild L = severe L = lesion present I = tissuve section inadequate ** = moribund sacrifice

[ - interim sacrifice ~ SDHS = spontanecus death/moribund sacrifice



L06121 SN6 HISTOPAT Gy " [
SIX MONTH INTERIM ISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE

F344 Male Rats
RDX 8.0 mg/kg/day

ADDENDUM REPORT: table includes c g :
previously reported data & g 5
251332 a2 R 522N = 2
na |l 2R S ] a o Blolole £
oreAt sSsielelel el el szl TIsl s s 2
Lesion 2= g| 2| 2| 2| 2| 2| 8| 8| 2| =
URTNARY BLADDER NIN|NIN]NIN[N]NININ
PROSTATE NI NI NI NINININJNIN|N
EPIDIDYMIS N [NN | NN NN NN NN [N TN NN | NN
SEMINAL VESICLE NI N|{N[NJNIN|N[NIN|N
COAGULATING GLAND
Spermatic granuloma(s), focal 2 /1
Code: 1 = minimal 3 = moderate P 2 present N = within normal limits M = tissue not present * = gpontanecus death
7 = mild 4 = severe L = lesion present 1 = tissue section inadequate ** = moribund sacrifice

1% = interim sacrifice SDHS = spontaneous death/moribund sacrifice

i - s - RS -



INCIDENCE OF LESIONS CONSIDERED TO BE TREATMENT RELATED

LOB121 SNb
SIX MONTH INTERIM >
3 z :
e ~—
FEMALE F344 RATS 35, = = 35 o
kv] o o o ~  o® “ @ ~
. ud — =4 =3 S e o S b 3 T 2 ™ on =
ADDENDUM REPORT: tablc includes 2 2 s Z 2 03 2 > 3 Z & € £ 3
previously reported data S o B 2 . S g o % 2 = 3 3 o
Z o = = o U = = = w0 = 3 7
ORGAN - S, 25 3 “x 3 2% g
Lesion o =4 o o [E3 _
[ '2,
NO LESIONS WERE CONSIDERED TREATMENT
RELATED IN FEMALES AT THIS INTERIM
I
i
2 15 = interim sacrifice  SOMS = spontancous death/moribund sacrifice
v - = not applicable { ) = number of animals for which tissue was represented s
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A
I
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r
1
]
L
| i
.
}
|
!
i
- {o1) - (0l) - (oL) - (oL) (L) (0L} 3A3
) A A A
g = 5 g =G g = @ g = @ s = 5 NYH0
s o o ©o —_ w o e n )
= 2 3 5 5 O = n B - 3 - =
a o = a © 3 a 93 - — a @ Z ejvep peiaxodaa Kisnoinaad
- - m L Lald m " = I
$ 8 Z g & 3z S & E = 3 = = & B sapnioul 27qe3 :LU0dAY WOANIUAY
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L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE

SIX MONTH INTERIM
F344 Female Rats
RDX 0.3 mg/kg/day

ar
g £
- -
IDENDUM REPORT: table includes c ! [ ’ I 3 5
T 4 h [ L7
previously reported data S mlwlola|lvwia wivlolw 2 =
ol iv|elo | d Do |l =
wo (GGG E{6|B(S - 7
ORGAN @ E ] ] 3 ] 1 1 ! ] 1 1] 1 — 8
; DCilololoclolo|loloiolo|lo
Lesion T D |0 D |DB|® (& DD |D|D
EYE MM | NMT NN NN NN NN NN NN | NN] NN
A
Code: 1 = minimal 3 = moderate P = present N = within normal limits M = tissue not present * = spontaneous death
2 = mild L = severe L = lesion present I = tissue section 1nadequate ** = moribund sacrifice
- interin sacrifice SDMS = spontanesus death/moribund sacrifice

(A



9e1

SI1X MONTH INTERIM
F344 Female Rats
ROX 1.5 mg/kg/day

LOB121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE

1]

[} L5

2 A

ADDENDUM REPORT: tablc includes & %

previously reported data 2 ¢l lewlwlolol~|wlolol«s = ~

v21%818|2lzl28]8|3]|8]8 o 2

1753 2

ORGAN RN N4 B4 N bd bd b Bl b : 2
Lesion 2718|122 |2I3|8|3|28|8(8
EYE NN MM | NN NTINTENNNN NN NN [NE

Code: 1 = minimal 3 = moderate P = present N = within aormal linits M = tissue not present * = spontaneous death
2 = mild L = severe L = lesion present I = tissue section inadequate ** = poribund sacrifice

I = intprin sacrifiee

SDMS = spontaneous death/moribund sacrifice

£l



LOB12T SNb HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE
SIX MONTH INTERIM

F344 Female Rats

RDX 8.0 mg/kg/day

Lyl

a

v

- 0w . ' s v

ANDENDUM REPORT: table includes 2 3

" 3 - E - = [ E

previously reported data o = .:

S njololjo|xtivlelo|lotw = "

Nl lginliol~liloitlo|o = n

sEIRIRIRIRIRIRIRIR|RIR @ O

ORGAN SE é (:|) é, 6 é é C.} ¥ é I — iy
Lesion <z A A I A B R
EYE NMEMNIMI | NN| MI| MN| NN| NN|NN{NN

Code: 1 = minimal 3 = moderate P = present N = within normal iimits. M = tissue not present * - spontancous death
2 = mild 4 = severe L = lesion present 1 - tissue section inadequate ** = moribund sacrifice

IS = interim sacrifice SDHS = quntan9nus death/moribund sacrifice

vl



1248

PATHOLOGY APPENDIX B

15



ADDENDUM TO TWELVE MONTH HISTOPATHOLOGY REPORT
OF A TWENTY-FOUR MONTH CHRONIC
TOXICITY/CARCINOGENICITY STUDY OF
REXAHYDRO-1,3,5-TRINITRO-1,3,5~TRIAZINE {RDX)
IN THE FISCHER 344 RAT

NOVEMBER 7, 1983

ITTRI PROJECT NUMBER LO6121
STUDY NUMBER 6

Donovan E. Gordon, D.V.M., Ph.D.
Consultant Histopathologist
Diplomate, American College
of Veterinary Pathologists

sl Nal

16



U4el

106121 SNB INCIDENCE OF LESIONS CONSIDERED TO BE TREATMENT RELATED
TWELVE MONTH INTERIM o
> ) > 2 3
MALE F344 RATS R z z A =
o, m o o >
ADDENDUM REPORT: table includes £ g 3 S 2 = g 9 = = o 3 g E $
previously reported data % o © % -~ o g [ 5o S % S
Z o . = s = = = w0 = S
ORGAN 2 x5 2 X 3 2 = 3 2o 3 2 % 3
Lesion = 7 o 2 7 & m g 7
URINARY BLADDER (10} - (10) - {10) (3) (10} - {10} {19}
Cystitis, hemorrhagic 0/10 - 0/10 ~ 0/10 0/3 D/10 - 0/10 17/19
Mineralization, uremic 0/10 - 0/10 - 0/10 0/3 0/10 - 0/10 4/19
Distention, luminal F0/10 - 0/10 - 0/10 0/3 0/10 - 0/10 18!19}
i

Code: 15 = interim sacrifice 5OMS
- = not applicable { )

- — - -

spentanecus death/maribund sacrifice
number of animals fer which tissue was represented

ral



LESION INCIDENCE COMPARISON TABLE

L06121 SNE
TWELVE MONTH INTERIM =
o) oy ) >y o
[Lv] [Lv] L1+ ] o =
MALE F344 RATS A = z 2 k=)
o o o o v
] S < i = o - = o T c o) ch =
ADDENDUM REPORT: table includes g 2 3 22 3 g 3 = £ 3 s = 3
previously reported data 2 5 5 oe 3 o= 5 o E g £
g s Z o . s £ w = 9 4
o . x B 2z B 2 xE  ax £ =%
esion & = & & &
'INARY BLADDER (10) - (10) - (10) (3) (10) - {10} (19)
ystitis, hemorrhagqic 0/10 - 0/10 - 0/10 0/3 0/10 - 0/10 17/19
Jistention, Tuminal 0/10 - 0/10 - /10 0/3 0/10 - 0/10 18/19
lineralization, uremic ''0/10 - 0/10 - a/10 0/3 0/10 - g/10 4/19i
erosa, microgranuloma 1710 - 0/10 - 0/10 0/3 0/10 - 0/10 0/19 |

RV VAN -

et o

LIGL

IS = interim sacrifice SDMS

- = nat applicable {9

[} a

spentaneous death/moribund sacrifice
number of animals for which tissue was represented

31



LO6T21 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE

TWELVE MONTH ENTERIM
F344 Male Rats
RDX 0.3 mg/kg/day

b b4
ADDENDUM REPORT: table includes _ & 7
previously reported data 2 | | ol el ol ool o] ool vl o] @ 2 =
vt g~ = =] D] D] O | od w
O | p|wul vl ] Ol o] WO~~~ w x
ORGAN VE | o] 0] ©f &| o] v} ©] w|w|w = a
. S2{ oSl ol alalalals
Lesion < R BRI I R R R R
URINARY BLADDER NIN[N}JN|NININ{N [N [N
Code: 1 = minimal 3 = moderate P = present N = within normal limits M = tissue not present * = gpontaneous death
2 = mild 4 = severe L = lesion present 1 = tissue section inadequate ** = moribund sacrifice

IS = interim sacrifice

— - -

SDMS = gpontaneous death/moribund sacrifice

61



AT

£L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE

TWELVE MONTH INTERIM
F344 Male Rats
RDX 1.5 mg/kg/day

ADDENDUM REPORT: table includes E ﬁ
previously reported data § P B = e
) e ool g|miofwlr~)oafo]o = —
A B B S AR H A B P A A R R B - w0
ORGAN ISR R B B R B B B 2 3
Lesion g21glz 8812 8/8/8|8|8/8|8|8
L
]
URINARY BLADDER NYNTNTM DN NN [N {NIN{N[NIN

Code: 1 = minimal 3 = moderate P = present

(LI

mild & = severe

I5 = interim sacrifice

N = within normal Yimiis K
L = lesion present 1

tissue naot present
tissue section inadequate
SDMS$ = spontanecous death/moribund sacrifice

L i

* = spontaneous death
** = moribund sacrifice

0Z



LO6121 SN6 - HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE

TWELVE MONTH EINTERIM
F344 Male Rats
RDX 8.0 mg/kg/day

W o

L) =

== n

ADDENDUM REPORT: table includes  _ ) be!

: At =

previously reported data 2 | 11 _|wlwlolol ol ol o g £

AR DI~ ~] 0 OO0 O w1

52188l 8]8g|8|2|2|8le 2 f

URGAN 92 |alalslal ol s i Sl <
Lesion < DB RN DB B BB
URINARY BLADDER NI{N[N|[N|NJINFN [N N[N

Code: 1 = minimal 3 = moderate P = present N = within normal limits M = tissue no% present * = spontaneous death
2 = mild 4 = seyere L = lesiaon present 1 = tissue section inadequate ** = maribund sacrifice

15. = interim sacrifice

. SDMS = spontaneous death/moribund sacrifice

iz



INCIDENCE OF LESIONS CONSIDERED TO BE TREATMENT RELATED

L06121 SNb

TWELVE MONTH INTERIM -
> 3 = > S
FEMALE F344 RATS ad =2 2 2 E
oA L v a oA a A ar i a
T 505 & - w5 E g @ ¢
ADDENDUM REPORT: table inctudes 5 £ 3 5 B3 T £ 3 £ & 3 s oo 2
previously rcported data s o £ c M £ A 59 E S o =
ORGAN 2 = 5 2 ox 3 2 = 3 - -
Lesion o e e e o=
NO LESIONS WERE CONSIDERED TREATMENT
RELATED [N FEMALES AT THIS INTERIM
i
i
| !
P !

spontaneous deathf/moribund sacrifice

15 = interim sacrifice SOMS
number of animals for which tissue was represented

- = not applicable ()

Y49¢l

(XA



LESION INCIDENCE COMPARISON TABLE

L06121 SN6
TWELVE MONTH INTERIM -
2y ) 2 oy 3
m™ o =] 1o} —
FEMALE F344 RATS = 2 Ay nd o
o [w ] o on 3
o & v et Y L0 - o~ ar ~— a
By o~ g - g 0~ £ S e w o 2
ADDENDUM REPORT: table includes =2 2 3 = 2 3 = = & 2 = = E 3
previously reported data S o5 € g m 2 e o % 8 5 i o 3
= = o 7 SR = = = g3 7
ORGAN - 25 & = 5 8 * 5 B 25 3
Lesion o ce o o o
EYE (10) (1} (10} - {10) - {10} - (10) (7)
Lens, cataract 0/10 0/1% 0/10 - 0/10 - 1/10 - 0/10 0/7 |
TISSUES NOT SPECIFICALLY REQUIRED l
BY PROTOCOL FOR ANY GROUP |
HARDERIAN GLAND - - - - - - (1) - (1} -
Dacryoadenitis - - - - - - 1/1 - 1/ ~
1
!
_=
; i
: 1
1 ; 1
! |
1 1 ;
!
i
¥ ]
|
Code: 1S - irnterim sacrifice SDHS = spontaneous death/moribund sacrifice W
X

- = not applicable ( =

PR,

) = number of animals for which tissue was represented



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE

TWELYE MONTH INTERIM
F3449 Female Rats
RDX 0.3 mg/kg/day

o
Lal c
ADDENDUM REPORT: table includes E E
proviously reported data 5 =) 5
mE ool oo u] o) e 2 —
Mmool w| ]l oo|wolo)] o — %]
WO b~ =t~ ~]r}r~]m~1cC0 =
ORGAN SR I it i it B i Il Bk 2 2
: <=
Lesion 2T |2123|323|2312|8|8|3
EYE MM ENT D MNJ NN NN NN NN NN [ NT] NN
i }
i 7
| |
] i
!
Cade: 1 = pinimal 3 = moderate P = present N = within normal limits M = tissue not present ® = sportaneous death
2 = mld L = severe L = lesion present I = tissve section imadequate ** = moribund sacrifice

15 = interim sacrifice

SDMS = spontaneous death/moribund sacrifice

ve



L0621 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE
TWELYE MONTH INTERIM

F344 Female Rats

RDX 1.5 mg/kg/day

o 2

ADDENDUM REPORT: table includes = =

previously reported data § X o e

- T~ ~|wolgiw]lal—~| 2| = = -

il ofo] —fo o] | ] o

vt o | @m|oloo| ol o] o] 2 v x

ORGAN S5 || wpe| ool el P a &

. 0=
Lesion 2 SIS INI| 233
EYE NT INNINN FNN INM NN [ NT] NN NN NN NN
Cade: | = minimal 3 = moderate P = present N = within normal limits M = tissue not present * = spontaneous death
2 = mild b = seyere L = lesion present I = tissue section imadequate ** = moribumnd sacrifice

IS - interin sacrifice SOHS = spantaneous death/moribund sacrifice



LO6121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE

TWELVE MONTH INTERIM
F344 Female Rats
RDX 8.0 mg/kg/day

ADDENDUM REPORT: table includes | l = &
previously reported data & Lo 2 ¢
i E o P =]~ ico G oy (W = ey =
nwg 3131518188813 |22 g
ORGAN R I N R I N N R D 2 5
Lesion TR 288131323
EYE MM NN NN NN ENN NN T NN NLTNNENN
Lens, cataract p 1/10 -
TISSUES NOT SPECIFICALLY REQUIRED ]
B8Y PROTOCOL FOR ANY GROUP A
HARDERIAN GLAND L
Dacryoadenitis, unilateral 1 1/10 -

minimal 3 = moderate P = present
mild b = severe

Code: 1

IS = interim sacrifice

N
L

[T}

within normal limits M = tissue not present
lesion present I = tissue section inadequate
SOMS = spontanegus death/moribund sacrifice

* = gpontaneous death
** = moribund sacrifice

9T



PATHOLOGY APPENDIX C
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ADDENDUM TO FINAL HISTOPATHOLOGY REPORT
OF A TWENTY-FOUR MONTH CHRONIC
TOXICITY/CARCINOGENICITY STUDY OF
HEXAHYDRO-1,3,5-TRINITRO-1,3,5-TRIAZINE {RDX)
IN THE FISCHER 344 RAT

NOVEMBER 7, 1983

ITTRI PROJECT NUMBER LO6121
STUDY NUMBER &

Donovan E. Gordon, D.V.M., Ph.D.
Consultant Histopathologist
Diplomate, American College
of Veterinary Pathologists



INCIDENCE OF

L06121 SN6

LESIONS CONSIDERED TO BE TREATMENT RELATED

FINAL INTERIM -
o %y = = S
MALE F344 RATS 3 3 3 3 2
o o [y =) oL
s S 3 » X3 g I 2 = 8 s @
ADDENDUM REPORT: table includes § 2 2 s 2 2 S 2 3 s g 3 5 F o3
previously reported data T o 8 2 m B T "o g 59 0%
g g = R £ 2= Ew = < g 7
ORGAN 2 = B oo = v e X I x v o
Lesion g 2 o 2 o a 3 = 3
URINARY BLADDER {38) {16) (36) {19) (25) (17} {29) {22) {4) {27)
Cystitis, suppurative 0/38 0/16 0/36 0/19 0/25 0/27 1/29 0/22 0/4 0/27
Cystitis, hemorrhagic-suppurative 0/38 0/16 0/36 2/19 0/25 1/27 0/29 0/22 0/4 17/27°
Cystitis, hemorrhagic +0/38 0/16 0/36 0/19 0/25 0/27 0/29 0/22 0/4 127
Mineralization, uremic lo/3g | {0/16 | [0/36 | |0/19 | {0/25 | {o/27 | |o/291 tosez | o4 /21 4
Distention, luminal 0/38 0/16 0/36 2/19 0/25 1/27 0/29 3/22 1/4 23/27
PROSTATE (38) (16) (36) (19) (25) (27) (29) {26){ ! (4) (27)
Inflammation, suppurative 0/38 | |2/16 1736 | | 3719 2/25 | 17/27 ] |4/29 ) |8/26 | (o0/4 19/27

Ao

g m—

i —

termina) sacrifice  SDMS

Code: 15 = =
- = not applicable (-

-

spontancous death/meribund sacrifice
number of animals for which tissue was represented

-3 4



LO6121 SN6 LESION INCIDENCE COMPARISON TABLE
FINAL INTERIM .
2 2y 2 > S
a o o o o
MALE F344 RATS 2 2 2 A o
s 3 & 3 5 & : 5 8 s S § s 2 ¢
ADDENDUM REPORT: table includes s € 3 s £ 3 5 2 3 s B 03 s = 3
previously reported data 2 o ¢ % « E 5w @ Z o 3 7 2%
s o £ o s = S o -
ORGAN o3 2ox B 2% 3 2 x5 2 5 5
Lesion o o o< o~ o
URINARY BLADDER (38) (16} (36) (19) {25) (27) (29) {22) (4) {27)
Transitional cell carcinoma 1/38 0/16 0/36 0/19 0/25 0/27 0/29 0/22 0/4 0/27
Leukemic infiltrates, lymphocytic 0/38 1/16 0/36 4/19 0/25 1/27 0/29 0/22 0/4 1/27
Leukemic infiltrates, monocytic 3/38 0/16 1/36 0/19 0/25 0/27 0/29 0/22 0/4 2/27 |
Cystitis, suppurative 0/38 0/16 6/36 0/19 0/25 0/27 1/29 0/22 0/4 U/Z?I
Cystitis, hemorrhagic-suppurative 0/38 0/16 0/36 2/19 0/25 1/27 0/29 0/22 0/4 17/27
Cystitis, hemorrhagic 0/38 0/16 0/36 0/19 0/25 0/27 0/29 0/22 0/4 1/27
Lymphoid aggregates, submucosal 1/38 0/16 0/36 0/19 1/25 0/27 3/29 0/22 1 0/4 0/27
Mineralization, uremic 0/38 0/16 0/36 0/19 0/25 0/27 0/29 0/22 F 0/4 1/27
Distention, Tuminal 0/38 0/16 0/36 2/19 0/25 1/27 0/29 3/22 1/4 23/27
Mucosal hyperpliasia 0/38 0/16 0/36 0/19 0/25 0/27 1/29 0/22 0/4 0/27
PROSTATE (38) (16) (36) {19} {25) (27) (29} {26} (4) {27)
Adenoma 1/38 0/16 0/36 0/19 0/25 0/27 0/29 0/26 | |o/4 0/27
Leukemic infiltrates, lymphocytic 0/38 0/16 0/36 1/19 0/25 1/27 0/29 /26 ; |0/4 0/27
Leukemic infiltrates, monocytic 0/38 1/16 56/36 0/19 0/25 0/27 0/29 0/26 | {0/4 0/27
Hyperplasia, adenomatous 0/38 1/16 i1/36 0/19 : 0/25 2/27 0/29 0/26 1/4 0/27 |
Inflammation, subacute 1/38 0/16 G/36 0/19 !Uf25 0/27 0/29 0/26 0/4 0/27
Inflammation, chronic-active 15/38 5/16 13/36 6/19 6725 | |7/27 6/29 5/26 1/4 /27
Inflammation, suppurative 0/38 2/16 1/36 3/19 2/25 ?/2? 4/2% 8/26 0/4 18/27

terminal sacrifice  SOMS
not applicable { )

18

[V Y
(LI}
1} 1}

spentaneous death/moribund sacrifice
number of animals For which tissue was represented



L06121 SN6

LESION INCIDENCE COMPARISON TABLE

FINAL INTERIM -
. > > > o
[1+] o [4n) 1) O
MALE F344 RATS z =z T 2 o
o o on (=) ] v
g X Z v X8 g X 38 g X2 s o 2
ADDENDUM REPORT: table includes 5 & 3 s g = 5 & 3 5 g 3 s = o3
previously reported data T o g T oM g T oW E ER: K 2 g
RGAN & a3 = i > = 2 = F 2o x v e X
Lesion ez 7 e Y g g g v
ROSTATE (continued)
Microabscesses 0/38 0/16 0/36 1/19 0/25 Y/27 0/29 0/26 0/4 1/27
Cysts 0/38 0/16 0/36 0/19 0/25 0/27 0/29 1/26 0/4 0/2?
1
|
i
de: 1$ = terminal sacrifice  SDMS = spontanesus death/moribund sacrifice
%)

- = not applicable (

PR

} = number of animals For which tissue was represented
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LO6121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE

FINAL INTERIM
F344 Male Rats
RDX 0.3 mg/kg/day

ADDENDUM REPORT: table includes

previously reported data

=
-ELmON:thMﬂ'Ch-—Nm&DCDr—MQ'\Dh(D
1 |lnjlwlwlwl|l~M~[M~|M~]D|WlD]|O|D]|A | |||
na Wl I w |V w]lW|Ww i O|]lwIwOIlwWwwWlWw|w|w|uw|uw)w
ORGAN = I d Brd Bl Bk Bl Bl Dol el Bl Bl Bl Bl Bl Bl B Bl il Bl il B
Lesion 27 |83 1B |KBIDBB|B|D|B|B|B|I
URINARY BLADDER N N|NJN[NJN]NFN [N N [N IN N {N JN {N [N [N | N|N
Leukemic infiltrates, Tymphocytic
Leukemic infiltrates, monocytic !
Cystitis, hemorrhagic-suppurative E
Distention, luminal P
[ i
PROSTATE NINfLde Nt i NN L L e fu PN RN NN NN
Leukemic infiltrates, lymphocytic
Hyperplasia, adenomatous, focal 2
Inflammation, chronic-active 211 112 j1 1

Microabscesses

Inflammation, suppurative

Lode: 1 = minimal 3 = moederate P = present
2 = nild L = severe
TS = terminal sacrifice

N = within normal limits M = tissue not present
L = lesion present I = tissue section inadequate
SDMS = spontanegus deathfmoribung sacrifice

* = gpontaneous death
*% = moribund sacrifice

continued
next page

[ A



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE
FINAL INTERIM

F344 Maie Rats

RDX 0.3 mg/kg/day

ADDENDUM REPORT: table includes -
previously reported data S ol lalwlclololdmlslwlolalalmlolol|BlEIE]E
nw lololoclo|lolr—]—]e=—]—]|—]|—]—]™N[N|NIMY ]| W[
o (i~ =]~~~ r~fjr~][r~lr~]|~[~{~W]wO][wW|wO
ORGAN I ok Bl Bl Bt Bl Bl Bk Bk el i Bl Bl Bl ol B Ol Bl i g Bt
Lesion 2= |12|312|2I2 313232 I3|I3|BIB|2 B|B|I3IB|I
URINARY BLADDER MININ [N IN ININ FPLIN [N|ININININ N[N N [N LN
Leukemic infiltrates, 1ymphocytic
Leukemic infiltrates, monocytic p
Cystitis, hemorrhagic-suppurative
Distention, lTuminal ' P
continuved
PROSTATE NfLJLJL PN N IN [N N LI NP LTLJEINELENJLIL L next page
Leukemic infiltrates, lymphocytic
Hyperplasia, adenomatous, focal
Inflammation, chronic-active Tl |1 2411 2 111
Microabscesses
Inflammation, suppurative 3 3
Code: 1 = minimal 3 = moderate P = present N = within normal limits M = tissue not present * = spontaneous death
2 = mild i = severe L = lesion present I = tissue section inadequate ** = moribund sacrifice 2]

. 15 = terminal sacrifice o SOMS = spontaneous death/moribund sacrifice @



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE
FINAL INTERIM

F344 Male Rats

RDX 0.3 mg/kg/day

\DDENDUM REPORT: table includes ! { X =z
- x| x [ xtxi® x| x]|x - b
previously reported data 2 [ 3|l iS5l 6IEISl 8 BIEE g =
NL | Slol el aleofnf ol ~fo| O —| — & v ~ »
NO I~~~ t~r~I~wo]lwo] o]~~~ r~] ~ ) =
ORGAN A R R B B B B B B B DA B B B B B -8
Lesion A R I S I R R R R E B
URINARY BLADDER NMILIN{LIN{N LININ{NINIM[LIL[L
Leukemic infiltrates, lymphocytic 0/36 (| 4/19
Leukemic infiltrates, monocytic 1/36 0/19
Cystitis, hemorrhagic-suppurative [ ta ] 0/36 2/19
. ] ) T
Distention, luminal ! 5 P 0/36 2/19
1 ’._;
g
L
PROSTATE Nl nfn e ey nfefe v efnle
Leukemic infiltrates, lymphocytic | 0/36( [ 1/19
Hyperplasia, adenomatous, focal 1/36 8/19
Inflammation, chronic-active ‘ i 1 2 1 13/36 6/19
Microabscesses P 0/36 1/19
Inflammation, suppurative 4 3 1/36 3/19
; ' i i
I
L]
Code: 1 = minimal 3 = moderate P = present N = within normal limits M = tissue not present * = spontaneous death
2 =mild b = severe L = lesien present I = tissve section inadequate ** = moribund sacrifice

1S = terminal sacrifice <. SOMS = spéntanenus death/moribund sacrifice

ve



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE
FINAL INTERIM

F344 Male Rats

RDX 1.5 mg/kg/day

\DDENDUM REPORT: table includes c
previously reported data 2 jolelwlolm|lololcmlmlalolal~lrciclmialolcalw
W ol —]e—lNljoalaleaioololoalnldglgloivln]lolo]l o
o ol j|oiojolo[@| | omlwj|[ojo|lojolo|on]l o
ORGAN AR B S B B A B S B B S B S B B B b i ke
i U= ; 1 )
Lesion S EEEE S E S B HEEE EIEEE
URINARY BLADDER NININININ | LI NJNININININ N IN PN IN [N ININ N
Leukemic infiltrates, lymphocytic
Cystitis, hemorrhagic-suppurative
Lymphoid aggreqates, submucosal, focal 2
Distention, luminal
continged
next page
Code: 1 = minimal 3 = moderate P = presest N = within normal limits ¥ = tissue ngt present * = gpontaneous death
2 = ntld 4 = segvere L = lesion present 1 = tissue section inadequate ** = moribuad sacrifice

15 = terminal sacrifice SDMS - cpontaneous death/moribund sacrifice

—_— . p— U R - .- R

gL



06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE

FINAL INTERIM
F344 Male Rats
RDX 1.5 mg/kg/day

ADDENDUM REPORT: table includes
previously reported data

Number
80-6869
80-6871

ORGAN
Lesion

Accession

80-6874
80-6879
80-6882
80-6813%
80-6818~
80-6821*
80-6825*
80-6831*
80-6835*
80-6840*
80-6845*
80-6849~
80-6857*

80-6864*
80-6881*
80-6816**
80-6819*~
80-6826**

URINARY BLADDER

=
=
=4
=
=
=
=
=
=2
=
=2
=
=
=
=

=
=
=
=

Leukemic infiltrates, lymphocytic

Cystitis, hemorrhagic-suppurative

Lymphoid aggreqates, submucosal, focal

Distention, luminal

Code: l = minimal 3 = moderate P = present
2 = nmild L = severe
15 = terminal sacrifice

I ; 1
. 3 1 i
N = within normal limits: MW = tissue not present
L = lesion present 1'= tissue section inadeguate
SDMS 3 spantaoveocus death/moribund sacrifice

[}
1

* = spontanecus death
** - moribund sacrifice

continued
next page

9¢



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE
FINAL INTERIM

F344 Male Rats

RDX 1.5 mg/kg/day

ADDENDUM REPORT: table includes claelelelbaelelelselede]se!lx 5 3
previously reported data o, |15 HIS|IEISIN]I SIS 2 -
nw|lxt|laglvuvluviviw|wlIw|m~foa - (n
[ m|o]lojo]o|{w]jco]| 0Ol D]| 0 7] *
ORGAN NN N DA B e Bt Bt B b b : 3
Lesion 22|2|=|8|8|=|8i8|2|8|8|3|
URTNARY BLADDER NINFLEN|{N|NINININ INININ
Leukemic infiltrates, lymphocytic 07254 | 1/27
Cystitis, hemorrhagic-suppurative 4 0/25| [1/27 |
i
Lymphoid aggregates, submucosal, focal 1/257 |10/27 ¢
Distention, luminal P 0/25| {1/27
Code: 1 = minimal 3 = moderate P = present N = within normal linits M = tissue not present * - gpontaneous lmath
2 = mild 4 = severe L = lesion presént I = tissue section inadequate ** = moribund sa.rifice

1% = terminal sacrifice SOMS = spontaneous death/moribund sacrifice

LE



LO6121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE
FINAL INTERIM

F344 Male Rats

RDX 8.0 mg/kg/day

ADDENDUM REPORT: table includes _ [ o
previously reported data S T
— L ool lOiD) e~
ggmmmmwmhmmmmmmmmmmoo-—
R I A A I I I A A A A A - E= =2 =
ORGAN ggw@wwmwwmmmmwmmmmmmhh
- 0= | Sloldlaloidliolalalalalalslolalalalalals
Lesion =L R R R R I R A I A e I A R K R A A K R A A K
URINARY BLADDER NILININININ EN N IN JLINININ L {NININININ L
Cystitis, suppurative
Lymphoid aggregates, submucosal, focal 1 1 1
Distention, luminal
Mucosal hyperplasia
continued
E E next page
.i
:j-‘
f § !
(
Code: ! = minimal 3 = moderate P = present W = within normal limits M = tissue not present * - spontanecus death
2 = mild 4 = severe L = lasion present T = tissve section inadequate  ** = moribund sacrifice

1S = terminal sacrifice ) SOMS = spontaneous death/moribund sacrifice

8¢



LO6121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE

FINAL INTERIM
F344 Male Rats
RDX 8.0 mg/kg/day

DDENDUM REPORT: table includes

previously reported data §L | 1 ol o) el ol & MEARAEREAEREAENEAE, x | X
v —t =] =] =] | & A B B] B W 52 ﬁz 0 gg Eﬁ o g: 23 &3
“ o clolololojololololalajanl ol ool olo
ORGAN el I A B S I S B I I R B e R A A A R R N N
Lesion <% |23 33BN 3B ININ USSR BB R] I B
URINARY BLADDER NN PN JLE N NP NN NN NN EMIN N e [ ML LM
Cystitis, suppurative
Lymphoid aggregates, submucosal, focal
Distention, luminal p PP
Mucosal hyperplasia 2

Code: 1 = minimal 3 - moderate P = present
2 = mild b = severe
. . L L LRI T S

N = within normal limits

L = lesion present

_____ s,

3

M = tissue not present
I = tissue section inadequate

Comemr

I"qthf‘!‘-"""":J"”nd f‘lr.,r-iFice

* = gpontanecus death
** - moribund sacrifice

continned
next page

6¢



L06121 SN6

FINAL INTERIM
F344 Male Rats
RDX 8.0 mg/kg/day

HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE

'DENDUM REPORT: table includes 1 s =
previously reported data 5 REAEEE R EA R R R E R R R EA LA A 3 g
T AV Bl Ml B R - =R e BTN AR RSN BOR BALH Bl B B —_
na |RiGalalalalss|3|8|ololsisis|o v =
ORGAN 8§®®@®L9hr:~hhhrrhhhh i 5
Lesion SIBEHEEEEEEEEEEEEE
URINARY BLADDER NI NI MIN]ININJNINJNINJN IN IN [N N
Cystitis, suppurative 1/29 | |0/22
Lymphoid aggregates, submucosal, focal 3/29 | [0/22
Distention, luminal 0/29 1 [3/22
Mucosal hyperplasia 1/29 | [0/22
1
P
1
o
!

e 1

o

minimal 3 = moderate P = present
mild h = severe

¥$ = terminal sacrifice

N = within rpormal limits M = tissue not present
L = lesion present 1 = tissue section inadeguate
SDES = spontaneous death/moribund sacrifice

* = spantaneous death
** o moribund sacrifice

ov



INCIDENCE OF

LESTONS CONSIDERED TO BE TREATMENT RELATED

L0B121 SN6
FINAL INTERIM >
& = = > o
FEMALE F344 RATS 2 2 2 2 o
g g 3 2 3 g <y
g S 2 s 5 & g X @ 5= 2 g o &
ADDENDUM REPORT: table includes £ 2 3 i 2 3 s 2 3 52 3 ER
previously rcported data T o B e T w2 T o 2 s 2 &
S s i s &2 27 Lo o8y
RGAN 2 = 3 2 = 3 2 = 5 2o -3 2 x> 3
Lesion e v g @ 8 ° 2 & g @
YE (43) (10) {45) {10) {42) (12} (41} (1) {28) (20}
Lens, cataract 14/43 1/10 4/45 1710 17/42 3/12 9/4) kTAR! 23/28 9/20
Lens-induced inflammation 0/43 1/1G 0/4% 0/10 4/ 42 0/12 0/41 0/ 1 9/28 2/20
Degeneration, retinal 11/43 0/10 4/45 0/10 8/42 2/12 B/41 2/ N 10/28 ZXZOJ
I
I
|
!
!
F |
i
de: IS = terminal sacrifice SDM$ = spontaneous death/meribund .sacrifice
- = not applicable { )} = number of animals for which tissue was represented ﬁ

. —



L0O6121 SN6 LESION INCIDENCE COMPARISON TABLE
FINAL INTERIM -
= oy = = 5
FEMALE F344 RATS z A 2 2 o
o, o o, o ® >,
g o 2 g o= 2 g = 2 s =< ¢ 2 o ¢
\DDENDUM REPORT: table includes s g 3 5 g = s 2 3 s g = 2 o 3
previously reported data S o B T o= B T ow E T o 2 S . &
ORGAN 2 > é o > § i > é bl > é i = é
Lesion @ o &= = o
f
:YE (43} l (10} | (45) (10} (a2} (12) (41} {(11) (28) {20)
Leukemic infiltrates, lymphocytic 0/43 /10 0/45 1710 0/42 0/12 0/41 0/11 1/28 0/20
Keratitis, chronic 2/43 0/10 1745 0/10 0/42 0/12 1/41 0/11 6/28 2/20
Lens, cataract 14/43 1/10 4/85 1/10 17/42 3/12 /41 3/11 23/28 9/20 l
Lens-induced inflammation 0/43 1/10 0745 0/10 4/42 0/12 0/41 o/11 1 9/28 2/20 |
Degeneration, retinal 11/43}1 | 0/10 4/45 | | 0/10 8/42 2/12 8/41 2/ 11 10/281 | 2/20
Phthisis bulbi 1/43 0/10 1/45 0/10 0/42 0/12 1741 1/11 1/28 ]0/20
Cyst, choroid 0/43 0/10 1/45 0/10 0/42 0/12 . 0/41 0/11 toses | {o/20
TTSSUES NOT SPECIFICALLY REQUIRED i
BY PROTOCOL FOR ANY GROUP ! :
HARDERIAN GLAND - - (3) - (2) - (2) - - (1) -
Leukemic infiltrates, lymphocytic - - 0/3 - 0/2 - 0/2 - - 1/1
Leukemic infiltrates, monocytic - - 0/3 - 0/2 - 1/2 - - 0/1
Dacryoadenitis - - 3/3 - 2/2 - 1/2 - - 0/1
i

1S = terminal sacrifice
- = pot applicable {

SDMS = spontaneous deathfmoribund sacrifice
) = number of animals for which tissue was represented

L4 4



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE
FINAL INTERIM .

F344 Female Rats

RDX 0.3 mg/kg/day

ADDENDUM REPORT: table includes

previously reported data 5 :
. |l | Of~|{ NN MWD~ M ORI~ |0l O |N]wWw
p e IRIRIRISI TSI IR R RILIRIRILIR[28
ORGAN S0 il Bl Bl Bt i T B Bl Bt B i i Bl Bl 9k Bl B Bl B
Lesion S E R R E R EE EEH R E R E
EYE NNJ NN NMENL NN ENN INN NN NN (NN NN (NN NN PN NN | NNINT NG NN NL

Leukemic infiltrates, lymphocytic
Keratitis, chronic, focal/multifocal,

unilateral
Lens, cataract, unilateral/bilateral P P
Degeneration, retinal, unilateral/

. continued
bilateral 2 next page

Phthisis bulbi, unilateral
Cyst, choroid

TISSUES NOT SPECIFICALLY REQUIRED
BY PROTOCOL FOR ANY GROUP

HARDERIAN GLAND L
Dacryoadenitis, unilateral/bilateral ' 1
Code: 1 = minimal 3 = moderate P = present N = within normal lipits ™ = tissue not present * = spontaneous death
? = mild h = severe L = lesion present T = tissue section inadequate ** = moribund sacrifice

TS5.= rerminal. cacrificn B SOMS = spantaneous death/moribund sacrifice

P

%



\DDENDUM REPORT: tablc includes

L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE

FINAL INTERIM
F344 Female Rats
RDX 0.3 mg/kg/day

ELGL

previously reported data

i e T w——

=
'EE a] ] o] ol adl =y 2 o] o o | ~| 0] O —| o} | <} U O] P~
mﬂw\omhhh.!hhmwwmmowmmmmmm
o E L B e o I o™ N S O o It (Y oG B S A S I Ao A I e Bl Y Bt N B
ORGAN I B Bl Bl Bl Bt T iirad Wit B St Bt Hd Bt It It Bt Bt B I B
Lesion 2= lglsisclaalalaalslalsssssss s
[ T |
. _‘\_J
EYE LMILMINMINM INT a6y SNTNNIMN LG NN T NUE L] MN] NN NN NN NN NS (NN
[l
Leukemic infiltrates, lymphocytic ) e
Keratitis, chronic, focal/multifocal, oo
unilateral
Lens, cataract, unilateral/bilateral P p
Degeneration, retinal, unilateral/
bilateral 2 212
Phthisis bulibi, unilateral P
Cyst, choroid P

TISSUES NOT SPECIFICALLY REQUIRED

BY PROTOCOL FOR ANY GROUP

HARDERIAN GLAND

Dacryoadenitis, unilateral/bilateral

Code: 1 = ninimal 3 = moderate P = present
mild b = severe

1S = terminal sacrifice

noo

N = within normal limits M = tissue not present
L = lesion present 1 = tissue sectien inadequate
+ 5DMS = spentaneous death/morihund sacrifice

* 5 spontaneous death
** _ poribund sacrifice

continued
next page

LA
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L0R121 SN6 HISTOPATHOLDGY LESION SEVERITY INCIDENCE TABLE
FINAL INTERIM

F344 Female Rats

RDX 0.3 mg/kgq/day

ADDENDUM REPORT: table includes ¢ x lx |x [x % | % %
previously reported data 2o lol—lem|alw|&E{SI15|SI%|5IL 814 = =
22 2RISR |RIRIRIBIRIZ|INIRIR|S o~ Y
ORGAN IR Bl Sl ol Dol 5d Bl Bl Dl ol Bl il Bl Bl el D - A
Lesion 2 128|2|13|3|3|2 (3|12 |I|2B|81K|2|8
EYE NN | NNJNNTNNNRINL [LL | NN] NN| NN NN] NN NN TNN {NN
Leukemic infiltrates, lymphocytic P 0/45 1/10
Keratitis, chronic, focal/multifocal,
unilateral 1745 | {0/10
Lens, cataract, unilateral/bilateral P 4/45 1710
Degeneration, retinal, unilateral/
bilateral 4/45 0/10
Phthisis bulbi, unilateral 1/45 G/10
Cyst, choroid 1/45 0/10
TISSUES NOT SPECIFICALLY REQUIRED
BY PROTOCOL FOR ANY GROUP
HARDERIAN GLAND
Dacryoadenitis, unilateral/bilateral 3/3 _

within normal limits M = tissue not present
lesion present 1 = tissue section inadequate
SDMS = spontaneocus death/moribund sacrifice

Code: ! = minimal 3 = noderate P = present N
2 = nmild 4 = severe L
15 = teeminal sacrifice

R R ——

* = spontanecus death
** = moribund sacrifice

sy



L06121 SN& - HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE

FINAL INTERIM
F344 Female Rats
RDX 1.5 mg/kg/day

ADDENDUM REPORT: table includes
previously reported data

=
-Egmwhmmwmmwwqm&ommomwtzm
AR ol w0 ojlo]looloo|lojolol|lolol|lo]l —| —— ]
v o ool o 0| o]l |l O] o
ORGAN i IR e I I I Bl B vié Bl it Bt B B B B i Bk e B Bl
Lesion 2T 28223232 RNINININI| NI BN R RB| B
EYE NN NNTMN]NMENC]NE JNCTLL JLL | RL] NNENN]NNENM]NL ENN [N TLL NN NN
Lens, cataract, unilateral/bilateral PIPIPIP|P|P P P
Degeneration, retinal, unilateral/
bilateral 213 3
Lens -induced inflammation, unilateral/
bilateral p

TISSUES NOT SPECIFICALLY REQUIRED

BY PROTOCOL FOR ANY GROUP

HARDERIAN GLAND

Dacryoadenitis, unilateral/bilateral

Code: 1 = ninimal 3 = moderate P = present
mild L = severe

1S = terminal sacrifice

N = within normal limits M = tissue net present

L = lesion present

[ = tissue section inadeguate

SOMS = spontaneous death/meribund sacrifice

* = spontaneaus death
** - poribund sacrifice

continued
next paqe

ov



LO6121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE

FINAL INTERIM
F344 Female Rats
RDX 1.5 mg/kg/day

ADDENDUM REPORT: table includes _
previously reported data 2 mlorlolmlol=laloml~lololalmlvlollal—lcalo
DU eI Yt M| St |00 [w
$Emmmmmmwmma\mmmmmmmmmm
ORGAN RS S S S B A S B B B b B B B S b
Lesion <% |32 3I13|212|23|1231218|81212|31FI8|2(8
EYE MM INMJLL JLL PNL | NLp MNEMN]MLFLMLMENL NN NN NN NN PNNINN NN ENN
Lens, cataract, unilateral/bilateral PIPLIP|P PIP|P P
Degeneration, retinal, unilateral/
bilateral 21 21 3 2 3
Lens -induced inflammation, unilateral/
bilateral P 2 P
continued
next page
TISSUES NOT SPECIFICALLY REQUIRED
BY PROTOCOL FOR ANY GROUP
HARDERIAN GLAND L L
Dacryoadenitis, unilateral/bilateral 1
Code: 1 = minimal 3 = moderate P = present N = within normal limits M = tissue not present * = gpontaneous death
2 = mild L = severe L = lesion present 1 = tissue section inadequate ** = moribund sacrifice

- c e w15 = tarminal.sacrifice. A . SDMS = snontaneous death/morihund sacrifice

Ly



LO6121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE
FINAL INTERIM

F344 Female Rats

RDX 1.5 mg/kg/day

ADDENDUM REPORT: table includes - % %
previously reported data & AFAFARY X & ol I I I I I g £
R R E IS A B R R B R R B sy
A Bl A R A B A A R e e el e 0 =
ORGAN <0 Il Il i I It vl Il d Bl B B Bl B &
Lesion S EEEEEEEEEEEEEE
EYE LI[NN{NN[LLIMNNENN] LLJNN [ NL| NNj MMP NN NN]NN
Lens, cataract, unilateral/bilateral P P P P 17/42 ) | 3/12
Degeneration, retinal, unilateral/
bilateral 2 3 6/42 2/12
Lens -~induced inflammation, unilateral/
bilateral 4/42 | |0/12
TISSUES NOT SPECIFICALLY REQUIRED
BY PROTOCOL FOR ANY GROUP
HARDERIAN GLAND
Dacryoadenitis, unilateral/bilateral 2/2 -
Code: 1 = minimal 3 = moderate P = present N = within normal limits M = tissue not present * = spantaneous death
2 = mild 4 = severe L = lesion present I = tissve section imadequate *¥ = moribund sacrifice

15 = terminal sacrifice SOMS = spontanecus death/moribund sacrifice

Ry



L06121 SN6 HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE

FINAL INTERIM
F344 Female Rats
RDX 8.0 mg/kg/day

ADDENDUM REPORT: table includes
previocusly reported data

| ==
= mlwu|l~lwlolol —jl |l lvniwol~]lolol—] o
A Rl ] B B R B e B A B R R B R B R R - R R )
wEODDODDOODDDOC}ODDDDDD
ORGAN o =20 il Bt I S IR S B el Ik Bl SRt S R HLl L Il SRS el Sl o
Lesion <% |8|3| 2| 3| 2| 2| 3| 8| 2| 8| %3] 8| 2|8]|8|2|8|8|
EYE MNNNINN NN NN NN ] NNTNL NN NN NN INN ENL] NLYNT NN MNELL [NL [NN
Keratitis, chronic, focal/multifocal,
unilateral 1
Lens, cataract, unilateral/bilateral PP PP
Degeneration, retinal, unilateral/
31 2 212

bilateral

Phthisis bulbi, unilateral

TISSUES NOT SPECIFICALLY REQUIRED

BY PROTOCOL FOR ANY GROUP

HARDERIAN GLAND

Leukemic infiltrates, monocytic

Dacryoadenitis, unilateral/bilateral

Code: 1 = minimal 3 = moderate P = present
2 = mild 4 = severe

o . ——

78 = terminal sacrifice

N = within normal limits ¥ = tissue not present
L = lesion present 1 = tissue section inadequate
_SDMS = spontaneous death/maribund sacrifice

* = gpontaneous death
** = moribund sacrifice

continuved
next page
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06121 SN6 . HISTOPATHOLDGY LESION SEVERITY INCIDENCE TABLE
INAL INTERIM

344 Female Rats

DX 8.0 mg/kg/day

DENDUM REPORT: table includes _
previously reported data 2 | ol olaololeml wlolol—|lomlol —lcalmlalolmlol <
v [ Olwlwiw|r~]mr~]|r~ir~|~~jw|]onloo|lolomh|d]|onlh | o) o
no | ojolaolojoalololio|lololololololololo|lolCf —
JRGAN =S A e B I B Sl B Bt B Bt B B B i B AN R
Lesion 2 | BBV BN BB BN B BRI INIBNB I
EYE NN NNFNNTNN NN ENMINN TEL J L] NN NNYLL PN NN NN NN § NN NMTLL PN
Keratitis, chronic, focal/multifocal,
unitateral
Lens, cataract, unilateral/bilateral PP P P
Degeneration, retinal, unilateral/
bilateral Tl 2 3 3 .
I continued
Phthisis bulbi, unilateral i P next page
!
TISSUES NOT SPECIFICALLY REQUIRED "';
BY PROTOCOL FOR ANY GROUP ]
HARDERIAN GLAND L
Leukemic infiltrates, monocytic
Dacryoadenitis, unilateral/bilateral | 2
t
'
]
de: 1 = minimal 3 = moderate P = present N = within normal 1imits‘ M = tissue not present * = spontaneous death
2 = nild 4 = severe L = lesion present © 1 = tissue section inadequate ** = moribund sacrifice

TS = terminal sacrifice SDMS = spontaneous death/moribund sacrifice
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LO6121 SNb HISTOPATHOLOGY LESION SEVERITY INCIDENCE TABLE
FINAL INTERIM

F344 female Rats

RDX 8.0 mg/kg/day

ADDENDUM REPORT: table includes & =
previously reported data & N DV I P I SV I B O B B B B e £
'E%.-th-mmmmmmuommﬁ—hq-m — m
wo 213338382218l 818|5|s|813 o z
ORGAY B0 I 0 B Bk B 0 S B e e B 6 B B B - 3
Lesion 212|212 |312|2|2|8{2|23[23|8!18]|38}%
EYE LE{LL PMI | TT NN NN | TTINN | NN NN]NNINN LM NN LT
Keratitis, chronic, focal/multifocal,
unilateral 1/41 0/
Lens, cataract, unilateral/bilateral P{P P p 9/41 kYA R
Degeneration, retinal, unilateral/
bilateral 213 3 8/41 2/11
Phthisis bulbi, unilateral p 1/41 /1
TISSUES NOT SPECIFICALLY REQUIRED
BY PROTOCOL FOR ANY GROUP
HARDERIAN GLAND
Leukemic infiltrates, monocytic 1/2 -
Dacryoadenitis, unilateral/bilateral 1/2 -
Cade: 1 = mirimal 3 = moderate P = present ¥ = within normal limits M = tissue not present * = spontaneous death
7 = mild h = severe L = lesion present 1 = tissve section inadequate ** = moribund sacrifice
TS = terminal sacrifice SOMS = spontaneous death/moribund sacrifice
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